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DETAILED ACTION 
Response to Arguments 



1 . Claims 1-29 are provisionally rejected under the judicially created doctrine of 
Obviousness-type double patenting as being unpatentable over claims 1 6-43 of 
copending Application No. 09/383,507 for the same reasons of record as set forth in the 
Office action mailed 13 August 2001 

Applicants have requested to hold the rejection in obeyance until allowable 
subject matterls indi cated. No further arguments have been provided in the response 
filed 6 February 2002- 



2. Claim 10 is rejected under 35 U.S.C. 102(b) as being anticipated by WO 
93/20238 for the same reasons of record as set forth in the Ofnce action mailed 13 
August 2001. 

Applicants' arguments flied 6 February 2002 have been fully considered but they 

are not persuasive. Annlir-flntQ 

a.uiuuyn teaches that MDM2 can be 

inhibited by antisense oligos. the reference does not teach the increase in p53 
expression. Although the increase in p53 expression was not explicitly taught by -238 
.he reference does teach the same method steps as claimed by applicants and thus 
anticipate applicants claimed Invention since the increase in p53 expression would be 
inherent the method steps of '238. 
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3. Claims 10 and 11 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Kondo et ai. for the same reasons of record as set forth in the Office action mailed 13 
August 2001. 

Applicant's arguments filed 6 February 2002 have been fully considered but they 
are not persuasive. Applicants argue that Kondo «,ould not anticipate the claimed 
invention since Kondo teaches that the administration of MDM2 sense and antisense 
oligos did not increase the expression of p53 in cisplatin treated cells. Although MDM2 
antisense oligos did not increase the expression of p53 in cisplatin treated cells, it does 
not preclude said antisense oligos increasing p53 expression in untreated cells. It is 
-presumea Wthe cisplatin treatment maximally induced p53 expression thus 
preventing further p53 expression by antisense treatment. 

4. Claims 10-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kondo et al. in view of Clark et al. for the same reasons of record as set forth in the 
Office action mailed 13 August 2001 . 
Applicant's 

" =".uc.y ^uu^ nave been fully considered but they 

are not persuasive. Applicants provide essentially the same arguments that have been 

addressed above. 



5. Claims 1-29 are rejected under 35 U.S.C. 112, first paragraph, because the 
speciflcation is only enabling for a method of inhibiting tumor cells, in vitro, using MDM2 
antisense oligos and a method of inhibiting u.mor cells in vitro or in vivo using SEQ ID 
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NO: 28 or 47. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with these claims for the same reasons of record as set forth in the Office 
action mailed 13 August 2001. 

Applicant's arguments filed 6 February 2002 have been fully considered but they 
are not persuasive. Applicants argue that Agrawal teaches several studies that show 
the effectiveness of antisense therapy in a variety of circumstances but contrary to 
applicants assertions of in vivo efficacy in treatment. Agrawal does not teach successful 
treatment of any disease or ailment. Agrawal merely points out some successes with in 
"vivo^elivery without citing any actual treatments. 

Furthermore, applicants assert that the artificial systems as described by Agrawal 
are limited to those assay systems that use transfected or partial gene sequences not 
normally expressed is noted but Agrawal further infers that it is unclear as to whether 
cell culture or animal models are appropriate for studying antisense oligos (page 384). 
As can be seen, the activity of any particular antisense oligo is unpredictable since the 

• ■~"")' "vaiiaoie. Moreover, applicants assertion that 

since the specification shows the efficacy of SEQ ID NO: 28 and 47, in vivo, applicants 
have enabled the breadth of the claimed invention. Although it is agreed that applicants 
have enabled the in vivo use of SEQ ID NO: 28 and 47, applicants have not enabled the 
breadth of the claimed invention that is drawn to any antisense oligo in vivo. As 
applicants note, Agrawal on page 385, teaches that animal models may be necessary 
for confinr^ing antisense activity after tissue culture screening. Applicants have only 
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tested SEQ ID NO: 28 and 47 in animals, which is not considered representative of the 
genus sought. 

Additionally, applicants cite the standards in the art for publishing articles 
claiming antisense inhibition and that applicants have complied with the standards but 
the rejection of record is drawn specifically to in vivo inhibition and its unpredictability 
not in vitro inhibition. In fact, the rejection of record does not question applicants in vitro 
methods and clearly states that the in vitro antisense inhibition methods are enabled. 
Moreover, applicants disclosure of the in vitro activity of specific oligos do not remedy 
the unpredictability of antisense treatment in vivo since the cited art clearly teaches that 



^tisense oligo effects must be considered on a "case-by-case-basis" (Branch). 

Lastly, applicants assert that the Enzo Biochem, Inc. v. Calgene. Inc, 188 F.3d 
1362, 52 U.S.P.Q.2nd 1 129 decision is applicable in the instant rejection but contrary to 
applicants assertions the Enzo decision was based on the antisense compositions, not 
in vivo methods. Although it is accurate that the Enzo decision addresses enablement of 
antisense compositions, said decision is not applicable in the instant rejection since the 

reiection statps that annii/^'^r.+o ui_ j r. . .. 

"KK-". Ko c o «, iduieu lor me antisense compositions and its in 

vitro use. Applicants specification including the specific examples do not remedy the 
unpredictability of antisense treatment since applicants have only shown two oligos with 
any type of in vivo efficacy. Said disclosure is not sufficient to enable the claimed genus 
since each oligo needs to tested empirically as supported by Branch who states that 
"intemal structures of target RNAs and their associations with cellular proteins create 
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physical barriers, which render most potential binding sites inaccessible to antisense 
molecules" (page 45, third column). 



6. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
-shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

5 00 D m '•«^ched on Monday thru Thu^ 6-30 a m 

communications 
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